Antidiuretic agonism and antagonism of some O-alkylated analogues of vasopressin containing 2-O-alkylated tyrosine.
A series of 2-O-alkylated tyrosine analogues of lysine-vasopressin and desamino-lysine and arginine-vasopressin were synthesized and tested for antidiuretic activity in the water-loaded anaesthetized rat. The analogues displayed only weak antidiuretic activities. When they were infused in the rats together with lysine vasopressin it was found that 1-deamino-[2-O-ethyltyrosine]-lysine-vasopressin inhibited the vasopressin-induced antidiuretic response. The antagonistic properties were further evaluated in long-term experiments on conscious non-hydrated rats with implanted minipumps. The analogues inhibited the vasopressin-induced antidiuresis at antagonist:agonist ratios of 0.5 and 1.0.